REMARKS 

The specification has been amended to correct typographical errors in the status of 
certain priority applications. 

The specification has also been amended in the paragraph bridging pages 17 and 18 to 
insert "[t]he disease or disorder can be a malignancy characterized by increased Notch activity 
or increased expression of a Notch protein or of a Notch derivative capable of being bound by an 
anti-Notch antibody, relative to said Notch activity or expression in an analogous non-malignant 
sample." Support for this amendment is found in claim 35, as originally filed. 

Upon entry of this paper, claims 34, 91-94, 96-100, 106, 109-1 10 and 115-116 will be 
pending and under consideration. Claims 101-105, 108, 111, 113, 114 and 116 have been 
withdrawn from consideration due to a species election. Claim 95 has been canceled without 
prejudice. Claims 34 and 96 have been amended to clarify the claim language. Claim 34 has 
been amended to specify a method of treating a disease or disorder in a human that comprises 
administering to a human in need of such treatment a therapeutically effective amount of a 
molecule which antagonizes the function of a human Notch protein, as supported in the 
specification at, inter alia, page 11, line 15, page 26, lines 22-24, and at page 38, line 7. Further, 
claim 34 also has been amended to recite that the disease or disorder is a malignancy 
characterized by increased Notch activity or increased expression of a human Notch protein or 
of a Notch derivative capable of being bound by an antibody to a human Notch protein, as 
supported in the specification, inter alia, at page 11, line 15, the paragraph on page 17, line 25 to 
page 18, line 2 as amended herein, page 38, line 7, page 56, lines 8-10 and lines 15-16, and at 
page 57, lines 18-20. Claim 96 has been amended to specify a human Notch protein, as 
supported in the specification, inter alia, at page 11, line 15 and page 38, line 7. 

No new matter has been added by the amendments to the specification and claims. 
1. The Specification 

The Examiner has required that typographical errors in the status of priority patent 
applications be corrected. In response, Applicants have corrected the typographical errors. 
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2. The Rejection under 35 U.S.C. § 102(e) Is In Error 

Claims 34, 96, 106 and 107 1 are rejected under 35 U.S.C. § 102(e) as, allegedly, 
anticipated by U.S. Patent No. 5,21 1,657 to Yamada et al ("Yamada"). According to the 
Examiner, Yamada teaches antibodies generated to the A chain of laminin that can be used for 
the treatment of diseases, like cancer, and that laminin A chain has sequence homology with 
Notch. Further, according to the Examiner, although Yamada does not explicitly teach 
administration of the antibody to a subject, the limitation is clearly inherent in the reference. 
The Examiner also asserts in Paragraph 14 of the instant Office Action that the claimed 
invention recites administering an anti-Notch protein capable of binding to a Notch derivative. 
The Examiner concludes that because of the method steps disclosed by Yamada meet the 
limitations of claims 34, 96, 106 and 107, the method described in Yamada anticipates claims 
34, 96, 106 and 107. 

Applicants respectfully disagree. Applicants respectfully submit that the Examiner 
appears to have misconstrued the claimed invention. Claims 34, as amended, is directed to a 
method of treating a disease or disorder in a human comprising administering to a human in 
need of such treatment a therapeutically effective amount of a molecule which antagonizes the 
function of a human Notch protein. Further, claim 34 defines the disease or disorder as a 
malignancy characterized by increased Notch activity or increased expression of a human Notch 
protein or of a Notch derivative capable of being bound by an antibody to a human Notch 
protein, relative to said Notch activity or expression in an analogous non-malignant sample. 

Moreover, in embodiments where the molecule which antagonizes the function of a 
human Notch protein is an antibody or portion thereof containing the idiotype (see e.g., claims 
96-100), that antibody or portion is to said human Notch protein. Contrary to the Examiner's 
mistaken assertion in Paragraph 14 , the claims do not recite administering an anti -Notch 
antibody capable of binding to a Notch derivative. Thus, Applicants respectfully submit that the 
Examiner is rejecting these claims based on a limitation that does not appear in the claims, i.e., 
that the antibody administered is an antibody that binds to a Notch derivative. 

As pointed out in the Amendment mailed on February 11, 2008, and as accepted by the 
Examiner in Paragraph 14 of the current Office Action, the synthetic peptides disclosed in Table 
III of Yamada have no homology with the amino acid sequences of human Notch 1 and Notch 2 
proteins. Thus, an antibody generated against one of the synthetic peptides of Yamada would 



1 Applicants note for the record that claim 107 was canceled in the Amendment filed February 1 1, 2008, as is 
indicated by the Examiner on page 2 of the instant Office Action. 
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not be expected to cross-react with a human Notch protein. The claims do not specify that the 
antibody binds to a Notch derivative, but, rather, to a human Notch protein. In order for a 
reference to anticipate a claim, each and every element of the claim must be disclosed in that one 
reference. Orthokinetics, Inc. v. Safety Travel Chairs, Inc., 806 F.2d 1565 (Fed. Cir. 1985). 
"Anticipation under Section 102 can be found only if a reference shows exactly what is claimed. 
. ." Structural Rubber Prod Co. v. Park Rubber Co., 749 F.2d 707 (Fed. Cir. 1984). Since none 
of the antibodies generated by Yamada would be expected to bind to a human Notch protein, the 
antibodies of Yamada cannot anticipate an antibody to a human Notch protein, or a method of 
using such an antibody to a human Notch protein for treating a disease or disorder. 

With regard to the Examiner's assertion that Yamada teaches that laminin A chain has 
sequence homology with several EGF repeats of Notch, Applicants note that this is irrelevant 
because Yamada does not teach that any antibody to laminin A chain can be used for treating a 
disease, but rather only that antibodies to the specific peptides listed in Table III can be so used, 
as discussed by Applicants in detail in the Amendment dated February 1 1, 2008. Since these 
peptides have no homology to human Notch 1 or human Notch 2, antibodies to these peptides 
cannot be expected to cross-react with human Notch, and thus, cannot anticipate the claimed 
invention. 

In view of the foregoing, the Examiner's basis for rejecting claims 34, 96 and 106 under 
Section 1 02(e) as anticipated in view of Yamada does not meet the legal standard for 
anticipation. Thus, Applicants respectfully request that the rejection of claims 34, 96 and 106 
under Section 102(e) be withdrawn. 

3. The Rejection under 35 U.S.C. S 103(a) Is In Error 

Claims 95, 97-99, 109 and 1 10 are rejected under 35 U.S.C. § 103(a) as, allegedly, 
obvious over U.S. Patent No. 5,21 1,657 to Yamada et al. ("Yamada") in view of Harlow and 
Lane, 1988, Antibodies: A Laboratory Manual ("Harlow"). According to the Examiner, it 
would have been obvious to the person of ordinary skill in the art at the time the invention was 
made to modify the use of antibodies for therapy of Yamada by generating monoclonal 
antibodies as taught by Harlow. 

Applicants respectfully disagree. Yamada, as discussed above, does not teach antibodies 
to a human Notch protein, nor treating a malignancy characterized by increased Notch activity 
or increased expression of a human Notch protein or of a Notch derivative capable of being 
bound by an antibody to a human Notch protein, relative to said Notch activity or expression in 
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an analogous non-malignant sample. Harlow merely discloses a method of making monoclonal 
antibodies. Harlow does not remedy the deficiencies of Yamada and thus, cannot render the 
claimed methods obvious. Applicants further note that the Examiner is incorrect in stating that 
the claims recite antibodies to a Notch derivative, as explained supra. 

Thus, the Examiner's rejection under Section 103(a) is erroneous and Applicants 
respectfully request withdrawal of the Section 103(a) rejection of claims 95, 97-99, 109 and 1 10. 

4. The Rejection under 35 U.S.C. § 112. First Paragraph, Is In Error 

Claims 34, 90-100, 106-107, 109-1 10 and 1 15 are rejected under 35 U.S.C. § 1 12, first 
paragraph, because the specification, allegedly, does not reasonably enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and use the 
invention commensurate in scope with the claims. According to the Examiner, the specification, 
while being enabling for a method of reducing tumor growth in mice, using an antibody to 
laminin A chain, comprising EGF-like repeats homologous to Notch sequence, does not 
reasonably provide enablement for a method of treating any disease such as malignancy in 
humans, by administering an antibody or a portion of the antibody to any Notch protein or its 
derivative. 

Applicants respectfully disagree with the Examiner and submit that the full scope of the 
presently pending claims, as amended herein, can be practiced by one skilled in the art without 
undue experimentation, and thus, the presently pending claims meet all the requirements set 
forth under 35 U.S.C. § 1 12, first paragraph. 

Preliminarily, Applicants point out that claim 34 has been amended to recite a method of 
treating a disease or disorder in a human comprising administering to a human in need of such 
treatment a therapeutically effective amount of a molecule which antagonizes the function of a 
human Notch protein, in which the disease or disorder is a malignancy characterized by 
increased Notch activity or increased expression of a human Notch protein or of a Notch 
derivative capable of being bound by an antibody to a human Notch protein, relative to said 
Notch activity or expression in an analogous non-malignant sample. Further, Applicants 
incorporate by reference their remarks made in the Reply dated February 11, 2008 submitting 
that one skilled in the art would not have to engage in undue experimentation in order to practice 
the claimed invention, and present additional remarks below. 
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Moreover, Applicants respectfully submit that the Examiner has appeared to have 
misstated the scope of the claimed invention in several paragraphs of the instant Office Action, 
including Paragraphs 19, 23 and 25. The present invention is not directed to treating any 
disease, nor is the claimed invention directed to administering any molecule that antagonizes or 
binds to a Notch derivative. The presently claimed invention is directed to treating a disease or 
disorder that is a malignancy that is characterized by increased Notch activity or increased 
expression of a human Notch protein or of a Notch derivative that is recognized by an antibody 
to a human Notch protein. Thus, with regard to malignancies characterized by such expression, 
it is the malignant cells themselves that express the Notch protein or Notch derivative specified 
in the claim. Moreover, the claims, as amended, specify administering a therapeutically 
effective amount of a molecule which antagonizes the function of a human Notch protein , not 
any Notch derivative or any antibody to a Notch derivative, as the Examiner mistakenly 
contends. As explained above, the present invention is not directed to administering antibodies 
to a Notch derivative to treat any disease; thus, much of the Examiner's rebuttal in the instant 
Office Action to Applicants' submission on enablement of the invention is moot. 

Further, Applicants point out that the specification shows that an antibody to Notch can 
disrupt Notch function. The Examiner's attention is invited to Section 6.2.2 on pages 63-65, and 
in particular to the paragraph bridging pages 64 and 65. Notch was recombinantly expressed on 
the surface of one set of S2 cells and Delta, a binding ligand for Notch was recombinantly 
expressed on the surface of another set of S2 cells. These two sets of cells aggregated when 
mixed together, which is indicative of the binding interaction between Notch and Delta. This 
interaction, however, could be disrupted by adding antibodies generated against Notch. These 
results clearly demonstrate that an antibody to a Notch protein can antagonize Notch function. 

Moreover, Li et al, J. Biol. Chem., E-published Jan 8., 2008, (Ref. C103, of record) 
discloses the development of monoclonal antibodies (A4 and A8) against Notch3, which are 
able to inhibit the activation of Notch3 by multiple DSL ligands, including cell-associated 
Jagged 1, Jagged2, Dill and soluble D114, and Jagged 1 adsorbed to the surface of culture dishes. 
Further, these antibodies also inhibited Jagged 1 -induced up-regulation of HESS and HEY2, two 
well-characterized Notch pathway genes (paragraph bridging pages 4-5). Applicants submit that 
such data clearly shows that anti-Notch antibodies are capable of acting as antagonists of Notch 
function. 

The Examiner is also respectfully directed to the discussion of references Kogoshi, Park, 
Konishi, Krop, Famie I, Farnie II, Dontu, Reedijk, Buchler, Nam, Jundt, Miele, Jang, Purow, 
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Veeraraghavalu, Kiaris, Hoek, Hayashi, Dang, Patel, Santagata, and Harper (all of record) on 
pages 15-20 in the Reply with Amendment filed on February 11, 2008, which show that 
activated Notch function is associated with malignancy, and suggest that antagonizing Notch can 
be therapeutically useful in the treatment of malignancies. Moreover, Konishi and 
Veeraraghavalu disclose that Notch inhibitors had anti-tumor effects in vivo in animal models. 

The Examiner's attention is directed to the opinion of the Court of Appeals for the 
Federal Circuit (Federal Circuit) in In re Brana, 34 U.S.P.Q.2d 1437 (Fed. Cir. 1995). In Brana, 
the Federal Circuit explained the legal standard for compliance with the relevant Section 112 
requirement, explaining that "unless there is reason to doubt the objective truth of the statements 
contained [in the specification] which must be relied on for enabling support", a specification's 
disclosure "must be taken as in compliance with the enabling requirement." Id at 1441 
(emphasis in the original). Further, the Federal Circuit in Brana explained that even if one of 
skill in the art would have questioned the asserted utility, all applicants need do to overcome the 
rejection is to proffer sufficient evidence to convince one skilled in the art of the asserted utility. 
Id at 1441. In the present invention, Applicants have provided such evidence showing, inter 
alia, that an antibody to a Notch protein can antagonize Notch function, that activated Notch 
function is associated with malignancy, and that antagonizing the function of a Notch protein 
has anti-tumor therapeutic value in animal models. 

The foregoing evidence is sufficient to convince one skilled in the art of Applicants' 
asserted utility, i.e., that antagonists of Notch function (e.g., antibodies to human Notch) can be 
used to treat a malignancy. The claimed invention thus satisfies 35 U.S.C. § 1 12, first 
paragraph. 

In view of the foregoing remarks, it is respectfully submitted that the specification 
provides sufficient teaching to allow one of skill in the art to successfully practice the claimed 
invention without undue experimentation. Thus, the rejection of claims 34, 90-100, 106, 107, 
109, 1 10 and 1 15 under 35 U.S.C. § 1 12, first paragraph, should be withdrawn. 

5. The Rejection under 35 U.S.C. S 112, First Paragraph, Is In Error 

Claims 34, 90-100, 106, 107, 109, 1 10 and 1 15 are rejected under 35 U.S.C. § 1 12, first 
paragraph, allegedly, for containing subject matter which was not described in the specification 
in such a way as to reasonably convey to one skilled in the relevant art that the inventors, at the 
time the application was filed, had possession of the claimed invention. In particular, the 
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Examiner alleges that the brief description in the specification describing antibodies to human 
Notch homologs hN and TAN-1 does not constitute a representative number of species of 
antibodies to any toporythmic protein, or Notch fragment or Notch derivative to be used for 
administration in humans for cancer treatment and that only antibodies to hN and TAN-1, but 
not the full breadth of the claims meets the written description provision of 35 U.S.C. § 1 12, first 
paragraph. 

Firstly, Applicants wish to point out that, contrary to the Examiner's statement in 
Paragraph 30 of the instant Office Action, the claimed invention is not directed to treating any 
disease. The present invention is directed to treating a disease or disorder, which disease or 
disorder is a malignancy characterized by increased Notch activity or increased expression of a 
human Notch protein or of a Notch derivative capable of being bound by an antibody to a human 
Notch protein. Further, also contrary to the Examiner's assertion in Paragraph 30 in the instant 
Office Action, the claimed invention is not directed to administering antibodies to Notch 
derivatives. Presently pending claim 96 clearly states that the antibody administered to 
antagonize the function of a human Notch protein is an antibody to said human Notch protein. 

Further, although Applicants disagree with the Examiner's rejection, solely in order to 
advance prosecution, claim 34 has been amended herein to recite that the molecule antagonizes 
the function of a human Notch protein. Applicants believe that this amendment obviates this 
Section 1 12, first paragraph, written description rejection. 

6, The Rejection under 35 U.S.C. § 112, First Paragraph, Is In Error 

Claims 34, 91-100 and 1 15 are rejected under 35 U.S.C. § 112, first paragraph, allegedly 
for failing to comply with the written description requirement. In particular, the Examiner 
alleges that the specification as originally filed does not provide adequate written description for 
reciting "a malignancy characterized by . . . increased expression of . . . a Notch derivative." 
The Examiner states that this is a new matter rejection. Applicants respectfully disagree and 
submit that the present specification provides ample written description of malignancies 
characterized by increased expression of a Notch derivative. The Examiner's attention is invited 
to claim 35 as originally filed, as reflected in the paragraph bridging pages 17-18 of the 
specification as amended herein, which specifically recites that the disease or disorder can be a 
malignancy characterized by increased Notch activity or increased expression of a Notch protein 
or of a Notch derivative capable of being bound by an anti-Notch antibody, relative to said 
Notch activity or expression in an analogous non-malignant sample. Thus, the specification, as 
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amended herein, provides written description support for a malignancy characterized by 
increased expression of a Notch derivative. 



In view of the foregoing, Applicants respectfully request withdrawal of this Section 112, 
first paragraph, rejection. 

CONCLUSION 

Applicants respectfully request that the above-made amendments and remarks of the 
present response be entered and made of record in the file history present application. 

Applicants request that the Examiner call Adriane M. Antler at (212) 326-3939 if any 
questions or issues remain. 



Date: 



November 14, 2008 



Respectfully submitted, 



32,605 



Adriane M. Antler 
JONES DAY 

222 East 41st Street 

New York, New York 10017 

(212) 326-3939 
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